present time, as can be seen from the text-books, appear to have confused the conditions of leucoplakic vulvitis and kraurosis vulvme, and to have considered the different phases of one and the same disease.
In this paper, then, we shall first proceed to show that leucoplakic vulvitis and kraurosis vulvam are two distinct diseases, and we shall then pass on to consider the relation borne bv the former to carcinoma of the vulva.
LEUCOPLAKIC VULVITIS. Definitions.-Leucoplakic vulvitis is to be defined as a chronic inflammatory condition of unknown origin characterized in its early stages by marked hyperaemia and cellular activity, and in its later phases by marked epithelial hypertrophy and a thickened sclerosed and retracted condition of the subepithelial tissue.
Distribution.-Its distribution varies with its severity and time of incidence. In a well-marked case the whole of the vulva may be implicated, with the exception of the vestibule and orifice of the urethra, which are never affected; and not only may the labia majora and minora, anterior and posterior commissures and the clitoris suffer, but the disease may even spread laterally to the folds of the thighs and posteriorly over the perineum and skin surrounding the anus.
Signs.-Clinically, leucoplakic vulvitis may be divided into four stages, according to the macroscopical features which it presents. In the first stage the parts affected have a reddened, swollen, and excoriated appearance, and their surface is dry. In the second stage, whilst the labia minora decrease in size and may even become mere ridges, there is a subepithelial thickening so that the parts can be said to have undergone " retraction with thickening." The colour of the affected area now changes from red to white of a semi-opaque character. This opacity becomes intensified in patches at first, and later on over the whole of the diseased surface, a white appearance resulting from which the disease obtained its name of leucoplakia of the vulva. In the third stage, where theedisease is most marked, cracks and ulcers may make their appearance, the ulcers giving rise to a slight discharge and bleed sometimes when touched. At this stage carcinoma quite commonly becomes engrafted on some portion of the diseased area, and, as a rule, it commences in the ulcer or fissure. If the patient escapes the incidence of carcinoma, a fourth and final stage supervenes in which the vulval surface is smooth, shiny, and white, and the labia minora and clitoris practically disappear owing to the contraction of the subepithelial tissues, and the disease becomes quiescent.
Symptoms.-The striking and often the only symptom of leucoplakic vulvitis is pruritus, which is peculiarly intense in the first and second stages. In the third stage the pruritus is more or less masked by the pain and acute sensitiveness due to the exposure of the nerve endings in the floor of the ulcer or crack. In the fourth stage the symptoms disappear, and the patient ceases to complain. If carcinoma supervenes at the third stage the ulcers become very painful and tender, bleed easily on being touched, become hard and indurated in spite of local treatment, and enlarge fairly rapidly. FIG. 1. Earliest stage of leucoplakic vulvitis. Surface desquamation of epithelium and diffuse subepithelial lymphocytosis Pathology.-The pathology of leucoplakic vulvitis may be conveniently divided into stages. Such a division, however, bears no reference to duration, but is governed solely by the histological features which the diseased tissue presents. It is necessary to emphasize this, because differe'nt parts of the diseased area mnay be respectively in different pathological stages at the same time. From a study of a great number of sections obtained from twenty-four cases operated upon by us, it has been possible to construct an account of the full gamut of histological changes which characterize the disease from its initiation to its subsidence. In the first stage the epithelium is swollen ( fig. 1 ), and the individual cells less firmly attached to one another, so that the desquamation of the superficial cells is excessive. The subepithelial tissue is abnormally vascular and is crowded with lynmphocytes, some of which have intercalated themselves between the cells of the basal layers of the epithelium. Few or no polynuclear leucocytes are to be seen, and the fixed tissue cells of the part have not proliferated. In the next stage the type of the subepithelial tissue-cell proliferation begins to alter. Lymphocytes are still conspicuous objects, but besides these are groups of plasma cells and an increased number of large hyaline fixed connective-tissue cells normal to the part. The sustentacular elements become altered, the white fibres Second stage of leucoplakic vulvitis. A, hyaline zone of de-elasticized tissue underlies the epidermis; beyond this area are shown the elastic fibres (stained darkly) which are normally found in the connective tissue. The interpapillar epithelial processes are elongated. A new lymph node is seen embedded amongst the elastic fibres at A. become decollagenized and more hyaline in appearance; whilst 'the elastic fibres have in many places completely disappeared over a certain subsurface area, so that a definite zone of de-elasticized' and hyaline'looking tissue intervenes between the epithelium and the normal tissues deeper down (fig. 2) . That many or all of the lymphocytes seen in the microscopic field are produced in the diseased area is proved (1) by the absence of these cells in the cross-sections of blood-vessels, and (2) by the appearance at this stage of definite new lymph nodes in the subepithelial tissue which contain germinal areas showing karyokinesis, and are not normally present there (fig. 2 ). The appearance of these new lymph nodes is very interesting, because they are commonly found in the neighbourhood of carcinoma, to which disease the condition under discussion bears, as already stated, a very close relation. The origin of the plasma cells is undoubtedly local. They appear to be developed from certain elongated nuclei found in resting connective tissue. The large hyaline fixed tissue cells proliferate both mitotically and amitotically from similar cells normally found in the part, and the same may be said of endothelial cells.' The epithelium at this stage is markedly hypertrophied, and many karyokinetic figures can be seen in it. The hypertrophy is chiefly of the basal layers, and the interpapillar processes of the epithelium are much elongated. The surface cells, on the other hand, still show a tendency to early desquamation, which reaches its One of us has lately discussed fully the origin of these various groups of inflammatory cells-Victor Bonney, " Hunterian Lectures," Royal College of Surgeons; Seventh Report of Cancer Research Laboratories of the Middlesex Hospital, 1908; and Lancet, 1908 and Lancet, , i, pp. 1389 and Lancet, , 1465 and Lancet, , 1535 maximum in the numerous shallow ulcers and fissures that beset the diseased area. At these points so great has been the shedding of the superficial epithelium that the apices of the elongated papilla of the corium allmiost reach the surface. It is also noteworthy that the inflammatory cells already described-and particularly the lymphocytes-tend to aggregate around the tips of the interpapillar epithelial processes. In the third stage, the cellularity of the subepithelial tissue begins to give place to fibrosis ( fig. 3 ). Many of the inflammatory cells disappear; collections of lymphocytes and plasma cells are still scattered over the field. A re-deposit of collagen occurs around the fibroglia fibres of the fixed tissue cells, which, in the preceding stage, have been greatly in- FIG. 4. Final stage of leukoplakic vulvitis. The epithelium is thinner than normal; early keratinization of the surfa;ce cells is occurring. The subepithelial tissue is diffusely sclerotic. creased in number, so that the tissue, from beling unduly rarefied, now becomes denser than normal. The hypertrophy of the epithelium is still maintained, but the growth tendency now appears to be directed upwards, resulting in the formation of a dense mass of keratinized squames, whilst the interpapillar downgrowths are disappearing, so that the epithelium rests on the sclerosed subepithelial tissue more as a flat sheet. There is a total absence of yellow elastic tissue in the sclerosed subsurface zone. In the final stage ( fig. 4 ) the sclerosis of the 35 subepithelial tissue is complete. Very few cells are to be seen under the epidermis. Such as are present are of the fixed connective-tissue type. The subepithelial zone of de-elasticized tissue is of less depth, but denser. The epithelium, probably starved by the increasing fibrosis going on underneath it, becomes thinner, whilst the cells show an early tendency to keratinization. Clinically, at this stage, the disease is quiescent. The surface of the vulva is smooth and shiny white in appearance, and the elevations of the labia minora and clitoris have become flattened down almost to disappearance, owing to the contraction of the subepithelial tissue. Pruritus has ceased, and the patient ceases to complain.
KRAUROSIS VULV2E.
We have now to contrast leucoplakic vulvitis with kraurosis vulvae. Since Breisky's original paper the most perfect clinical description of this latter disease is that of Thibierge, with whose conclusion we are in complete agreement. Kraurosis vulvae consists of an atrophic condition of the vulva associated clinically with stenosis of the vaginal orifice and pathologically with certain changes in the dermis.
Distribution.-The labia miiinora, vestibule, orifice of the urethra and that of the vagina are always affected; the hood of the clitoris sometimes. The skin on the outer surface of the labia majora between the labia majora and folds of the thigh covering the perineum and surrounding the anus is never affected.
Signs.-Kraurosis vulvee may be divided into two stages. In the first, the muco-cutaneous surface is red, glistening, and shiny, whilst dotted over it here and there, but more particularly on the hymeneal remains round the vaginal orifice, may be seen isolated patches, varying in size from that of a pin's head to half a split-pea, and in colour from that of a bright red to a dull purple. In addition a caruncular condition of the urethral orifice is very often present. In the second or final stage the muco-cutaneous surface becomes pale yellow and glistening, " recalling the colour as well as the aspect of the surface of a fatty liver, particularly that of a goose such as we see exposed for sale in a provision shop." The muco-cutaneous surface is perfectly smooth, all the ridges having become obliterated. The vaginal orifice has contracted, so that perhaps only with difficulty can a digital examination be made; the labia minora and clitoris disappear, the mons veneris atrophies, and the pubic hair becomes brittle and breaks off or falls out. In this disease, though marked shrinkage occurs in the mucous membrane, yet in contradistinction to leucoplakic vulvitis, owing to the absence of epithelial and subepithelial hypertrophy, the condition may be termed one of retraction with thinning. Symptoms.-The principal symptoms complained of are those of gOreness and pain, together with dysuria and dyspareunia. It is very worthy of notice that whereas in most text-books pruritus is stated to be one of the constant symptoms of kraurosis valvae, it is in reality one of the rarest, and that whereas dyspareunia as a symptom is only lightly touched upon, it is in reality the trouble mostly complained of. At least this has been our experience, which also corresponds with that of Thibierge, who remarks in his masterly essay on the subject: " The functional symptoms of kraurosis vulvae are of an exclusively mechanical order." In the first stage of the disease the parts are extremely sensitive, the passage of urine gives pain, and coitus, for the same reason, is ha-rdly endured or is impossible altogether. In the second stage the soreness may entirely disappear, but owing to the retraction of the vaginal orifice dyspareunia becomes common to both parties.
Pathology.-The microscopical appearances of kraurosis vulvae are quite unlike those of leucoplakia (figs. 5 and 6). The epithelium is everywhere thinner than normal and the papille and interpapillar processes are atrophic and in places have entirely disappeared. The subepithelial connective tissue exhibits marked cellularity, but of a patchy kind. In the areas of a section which correspond to the red patches seen in the surface of the mucous membrane a very large and in places even massive proliferation of plasma cells is seen immediately under a thinned and flattened epithelial layer. Surrounding the plasmacell proliferation, or partly mixed with it, both lymphocytes and polymorphonuclear leucocytes are seen. The lymphocytes are the more deeply placed, and as the surface is approached the polymaorphonuclear leucocytes become increasingly predominant. In the rest of the section simple thinning of the epithelium is manifest, with a certain number of polymorphonuclear leucocytes, lymphocytes, and plasma cells in the connective tissue which underlies it. -One of the most striking features, perhaps, is the intercalation of polymorphonuclear leucocytes between the epithelial cells. When stained for elastic tissue the sections show that this is present in all parts save where massive accumulations of plasma cells have occurred. A comparison of these histological appearances with those as described as occurring in leucoplakic vulvitis will show that the pathology of the two diseases is quite different. Kraurosis vulvae. The subepithelial tissue is the seat of a massive plasmacell proliferation, over the surface of which the epithelium is reduced to the thickness of a few cells. Many polynuclear leucocytes are present in the subepithelial tissue and intercalated between the epidermal cells. Kraurosis vulvoe, stained for elastic tissue. There is no loss of elastic fibres except in the areas of massive plasma-cell proliferation.
.,tiology.-Various causes have been assigned to kraurosis vulvae, such as leucorrhcea, syphilis, sexual abuse, age, and operations upon the genital organs necessitating the removal of the ovaries. Jayle's classification is as follows: (1) Leucoplakia, or white kraurosis (simple or syphilitic); (2) inflammatory, or red kraurosis (follicular or vascular) (2) senile kraurosis; (4) post-operative kraurosis. In our experience only the last two factors have any part in the aetiology. In the light of our investigations this classification must be considerably modified. White kraurosis is undoubtedly a misnomer for leucoplakic vulvitis. Red kraurosis is the first stage of the changes we have described under the heading of this disease. The terms "senile" and "post-operative" kraurosis are merely an indication of the cause and have no place in a classification founded on pathology. Whilst the changes producing kraurosis vulvam are undoubtedly in a large measure inflammatory, yet there is another factor in its production which is of signal importance. The cases may be divided into three groups: (1) Those in young women associated with sterility; (2) those occurring at or after the menopause; and (3) those. occurring after operations involving the removal of both ovaries. It would appear, therefore, that deficiency or absence of some ovarian factor in the economy of the organism plays a large part in the causation of the disease. We know of no instance where kraurosis vulvae has been associated with carcinoma of the vulva, and the disease has, in our opinion, no relation to it, in this way markedly differing from leucoplakic vulvitis, which, as we will now proceed to show, is very closely connected with cancer in this situation. RELATIONSHIP BETWEEN LEUCOPLAKIC VULVITIS AND CARCINOMA OF THE VULVA.
The following statistics deal with fifty-eight cases of carcinoma of the vulva and nineteen of leucoplakic vulvitis that have been admitted to the Middlesex Hospital and Chelsea Hospital for Women during the last ten years.
Age.-The average age for carcinoma was 59, that for leucoplakia 51. The oldest patient with carcinoma was 81, and the youngest 40; the oldest with leucoplakia was 70, the youngest 26.
Civil State.-In carcinoma 58 6 were married women, 25-8 widows, and 15 6 single women; whilst in leucoplakic vulvitis 63'2 were married, Parity.-In the carcinomatous cases 48-2 were sterile, and in leucoplakia 47 5. Of those women who were not sterile, the average number of pregnancies in both diseases was seven.
Prur-itus and Leucorrhcea.-Thirty-six per cent. of the carcinomatous patients complained of pruritus and 13 per cent. of leucorrhoea, whilst 63 per cent. of the patients suffering from leucoplakic vulvitis complained of pruritus, but none of leucorrhoea. 0 zEtiology.-As we have already indicated, leucoplakic vulvitis is, in our opinion, an antecedent condition and the cause of carcinoina of the vulva. What is the cause of leucoplakia is a inuch nmore difficult question to decide; it has really never been deterimiined. It cannot be due to a leucorrhoea, because in the first place the age does not correspond with the commonest period for leucorrhweal discharges; secondly, the disease never attacks the vagina, which canal should certainly be affected if this were the cause; and, lastly, in our experienee of leucoplakic vulvitis, leucorrhcea has been absent. When one comes to consider the civil state of the patients, it is seen that 84-4 of careinomiiatous. cases and 84 2 of the leueoplakic are, or have been, married; whilst, with respect to parity, both conditions are very similar, about forty-eight of the women being sterile, and of those who were not, seven was the average number of pregnancies in each. Lastly, we see that the average age for both diseases is over 50. Leueoplakic vulvitis is evidently due to soine damage to, or interference with, the resisting power of the surface epitheliuin of the labia; and although coition as a cause of this cannot be insisted upon in every case, it seemiis to be one of the chief causes when it is remembered that eighty-four of the patients at least have been subjected to coition, and that the age of ineidence corresponds fairly closely to the limit of the most active period of this function; whilst the question of parity is of no assistance, since practically the parous and sterile woimien are in equal numnbers. In none of our cases was there any history or signs of antecedent syphilis, nor could evidence of the presence of the spirochmte be obtained by histological mllethods.
PATHOLOGY OF CARCINOMA OF THE VITLVA.
In any case of carcinoimia of the vulva we have operated upon, and in every case we have seen, leucoplakic vulvitis has always been present.
It has been shown that in leucoplakic vulvitis the miaxiimiumIl hypertrophy of the interpapillar epithelial processes occurs in the second stage-i.e., that in which the cellularity and rarefaction of the subepithelial tissues are also at their maximum. It is in this stage that the supervention of carcinoma is to be feared. It begins over a variable area as an increasing hypertrophy of the interpapillar epithelial processes, whereby they penetrate more and more deeply into the underlying connective tissue (fig. 7) . The connective-tissue papillae are more than correspondingly elongated, so that they reach much higher than normal, but they are thinned and compressed.. It would appear that the growth energy of the epithelial cells becomes confined to those deep down in the interpapillar processes, while the more superficial cells, on the contrary, are of feeble vitality, loosely attached to one another, and actually desquamate before keratinization can occur. Thus the elongated papillar processes of the corium eventually reach the free surface, which now bleeds readily, from punctate points corresponding to their apices. The condition may be likened to an area of skin after a Thiersch graft has been removed. This absence of keratinization and early desquamation of the surface cells of a squamouscelled carcinoina is very striking, and contrasts markedly with the condition found in a papilloma.
The epithelial down-growths, which are at first simply the enlarged pre-existing interpapillar processes of the epidermis, later become branched and tortuous. This development of squamous-celled carcinoma from hypertrophied pre-existent interpapillar processes has been shown by one of us to be a constant feature of the disease wherever its site, for even in positions such as the vaginal cervix, in which normally no papillae or interpapillar processes exist, a series of such are always formed previous to the onset of squamous-celled carcinoma there, as a result of the chronic cervicitis which is its invariable antecedent. The formation of interpapillar down-growths of epithelium would appear to be an adaptation to relieve lateral growth tension, for it is certain that in all conditions of hypertrophy of the lower strata of an epidermis they either appear de novo (cp. chronic cervicitis), or, if normally existent, become much exaggerated (cp. the skin). Further, it would appear that so long as the growth energy of the epithelial cells is evenly distributed along the length of the epidermis, enormous hypertrophy may take place without malignancy. But that when the growth energy becomes concentrated at a series of points corresponding to each interpapillar process, a want of co-ordination is established which at once makes the condition dangerous.
The relation bet*een the mnalignant epithelial ingrowth and the altered state of the subepithelial tissues is an important subject. We have in leucoplakic vulvitis two sets of phenomena going on simultaneously-namely, those in the epithelium and those in the connective tissue. In both of them an accession of cellular energy takes place, which then declines and finally gives place to a state of cellular activity and reproduction much below the normal. But a study of the earliest stages of the disease shows that the activity of the connective-tissue cells is that first awakened, the growth of the epithelial cells initially being actually inhibited. Thus it comes about that a profoundly altered state of the subepithelial tissue anticipates the occurrence of epithelial hypertrophy.
Further, it would appear that a condition of rarefaction and cellularity of the subepithelial tissue is an important factor, influencing epithelial ingrowth. For in the earliest phases of carcinoma of the vulva in which the epithelial in growth isonly as yet foreshadowed, the connective-tissuecell proliferation around this area is already typical of that seen in the developed disease. The disappearance of elastic tissue in the area of a The earliest stage of squamous-celled carcinoma of the vulva. It begins as an increasing hypertrophy of the interpapillar epithelial processes, whereby they penetrate more and more deeply into an underlying connective tissue which is already crowded with plasma and other inflammatory cells, and from which all elaJstic fibres have previously disappeared. A, thickened epithelium with large interpapillar processes. B, subepithelial zone, the seat of diffuse rarefaction due to inflammatory cell proliferation and disappearance of collagen and elastin. C, normal tissue with elastic fibres. (Camera lucida drawing.) commencing carcinoma is very striking (fig. 8 ). On the other haJnd, there is evidence to show that an excess of these fibres probably acts as a check to epithelial ingrowth. In certain very chronic types of the disease, in w-hich the subepithelial changes never reach a high degree of cellularity, a great excess of elastic tissue may be found. In the later stages of this condition considerable epithelial hypertrophy occurs, but without those long interpapillar downgrowths which are the first indications of approaching malignancy ( fig. 9 ). Further, the more benign papillomatous type of carcinoma of the vulva shows less destruction of elastic tissue than the more malignant ulcerative form. Dense sclerosis of the white fibrous elements also probably checks epithelial ingrowth, and, as this progresses in the later phases of leucoplakic vulvitis, the tendency to carcinoma becomes increasingly diminished.
Of the cellular elements in the connective-tissue the plasma cells are those which most characterize the second stage of leucoplakic vulvitis, and these are also the predominant tissue cells in carcinoma of the vulva. The tissues at the edge of a squamous-celled carcinoma of the vulva. The epithelium is hypertropbic and is growing down into the de-elasticized zone, A; below this are seen normal elastic fibres, B. The edge of the carcinoma is just beyond the left of the field; masses of plasma cells are seen in that direction. that they are largely responsible for the decollagenization of the subepithelial tissue which occurs in the antecedent leucoplakic vulvitis. Though changes in the adjoining connective tissue bear some very close relation to the cause of epithelial ingrowth, yet malignancy having been established, the further spread of the tumour is independent of such assistance. For one of us has shown that the condition of the connective tissues surrounding an advanced inrunner of carcinoma cells is one of passivity (fig. 10) , and that the same is true of the tissue FIG. 9. Very chronic type of leucoplakic vulvitis with excess of elastic fibres in the connective tissue. The epithelium is hypertrophic, but the interpapillar epithelial processes are smaller than normal. Multiple carcinomata are more frequently met with in the vulva than any of the other common sites of this disease. This occurrence has been interpreted by some as an evidence of auto-inoculation. The cases that have been interpreted in the manner mentioned may be divided into two classes: pseudo-multiple growths and true multiple growths.
(A) Pseudo-Multiple Growths.
Many growths which at first.sight appear to be double are in reality bridle-shaped, a thin tract of carcinomatous tissue uniting them across the middle line, usually just under the clitoris. When a growth crosses the middle line it rarely does so directly by way of the vestibule. This is due to the fact that the vestibula mucosa usually escapes the antecedent vulvitis-that is to say, it is not in a pre-carcinomatous state.
Ribbert stated, and we confirm his view, that the surface spread of a carcinoma is at first by successive carcinomatous conversion of the epithelium covering the pre-carcinomatous area. When this is exhausted further growth continues by division of the cells already formed, but there is no conversion of normal epithelium into carcinoma, the former simply undergoing a pressure destruction owing to the infiltration of the subepithelial tissues by the cells of the growth.
(B) True Multiple Growths. We have seen four such. In three out of the four they occupied the same side of the vulva, and in none of them do we think that there was any reason to believe that they arose by auto-inoculation. In all of them the vulva was leucoplakic, and the double growths were separated by a tract of mucosa that showed the typical changes belonging to that condition. Each separate growth was an entity to itself, starting in its own set of hypertrophic interpapillar processes, and in three of the cases contact between the two tumours was, from their position, impossible. Moreover, there was no microscopical evidence of any new element having been introduced either from the surface or from the subcutaneous tissue. Such multiple growths, therefore, should neither be attributed to auto-inoculation from the surface nor to metastatic deposit via the subcutaneous tissue. Microscopically it is quite common to find dual, treble, or even quadruple points of beginning carcinoma. In fact, seeing that every down-growth begins as a hypertrophic interpapillar epithelial D-14 process, the growth may be said always to begin at multiple points. The rarity of multiple primary growths of the vulva, in spite of the large precarcinomatous area existent, suggests the possibility that the epithelial ingrowth at the point of the carcinoma may act as a safety valve to the increased lateral growth tension that undoubtedly exists throughout the rest of the leucoplakic epidermis and relieves the latter of its tendency to ingrowth.
LOCAL RECURRENCES OF THE GROWTH.
There are two types of local recurrence. The first is that where the original growth has been inefficiently removed and recurrence takes place Portion of a nodule of carcinoma that occurred on a recurrent patch of leucoplakic vulvitis, left after imperfect primary excision. The tissue on the right is carcinomatous; that on the left leucoplakic. in the scar a short time afterwards. We have met with none such. The second is of a different nature, and we have met with examples of this after excision of the vulva for leucoplakic vulvitis. It is due to a separate cancer originating de novo from a portion of the pre-carcinomatous area that has escaped removal ( fig. 13 ). It is here to be noted that, unless the lines of incision for removal of the vulva for leucoplakic vulvitis are so planned as to entirely lie without the diseased area, the leucoplakic m condition returns in the sear. These recrudeseences in a portion of leucoplakic epitheliuini left behind at the original operation are in no way to be confounded with secondary iinetastatic nodules. Such nodules are subepidermic in origin, whilst the recrudescence is obviously arising fromn a certain group of hypertrophied interpapillar processes belonging to an area the whole of which is leueoplakic and pre-carcinomatous ( fig. 10 ).
GLANDULAR METASTASES.
Glandular involvemiient occurs late as compared with squamious-celled carcinoma in other sites. The inner set of horizontal inguinal glands are those first affected on one or both sides. When affected they rapidly enlarge, and subsequently often break down. Sections cut from them at X'/4 .......
FIG. 14.
Section of a lympha1tic gland, enlarged but not carcinomatous; the trabecular elements are the sealt of a plasma-cell proliferationl. (Camera. lucida drawing.) this period mnay fail to demnonstrate the nature of the change, so complete is the destruction of the cells that has taken place. All enlarged glands are not, however, carcinomnatous. It has been shown by one of us1 that lymphatic glands prior to their invasion by carcinomza cells are enlarged by a plasmna-cell proliferation affecting the trabecular elements, together with a great hypertrophy of the germlinal areas and an increase in number of the lymnphocytes derived froml them ( fig. 14) . Glands thus affected mlay attain a large size, nmimIicking true carcinoinatous I Victor BonDey, ibid. enlargement so closely that microscopical investigation is alone competent to decide its nature.
TREATMENT.
We have tried a large number of remedies for the pruritus in leucoplakic vulvitis, and have found that most of them have failed to give relief. Of these, the most successful have been zymocide lotion, resinol ointment, and the X-rays. But in view of our pathological findings we advise that where these fail the affected area should be excised, and, since we have shown that a permanent change of character has taken place in all the epithelial cells over the affected area, the excision should be a wide one, lest the disease recur again in the scar, as has happened to us in two of our cases. The treatment for kraurosis vulvae is to dissect out the painful parts complained of and enlarge the vulval orifice. In carcinomua the whole vulva should of course be removed, together with the inguinal glands on both sides, whether enlarged or not.
DISCUSSION.
The PRESIDENT (Dr. Macnaughton-Jones) said that this was a most valuable gynaecological contribution, and he congratulated not only the authors but this Section on its having been read in it. It broke completely new ground, and threw new light on a condition about which much confusion existed. To-night they had had a clear differentiation, most beautifully illustrated, between two distinct pathological states which previously had been regarded as different stages-of the same disease. No such clear distinction had by any authority yet been drawn, the most general view, held up to quite recently, being that it was a chronic inflammatory condition. He would suggest that, as the time was short for discussion, they should deal with it from the standpoint of the individual experience of each Fellow as to the etiology, clinical aspects, and pathology of the disease or its passage into malignancy.
Dr. ARTHUR E. GILES congratulated Dr. Berkeley and Dr. Bonney on having brought forward such a valuable paper, which shed a much-needed light on a hitherto obscure corner of gyntcological pathology. With regard to the aetiology of kraurosis of the vulva, there was no evidence in any case that had come under his notice of a.ny history eithet of syphilis or of tuberculosis; but he had regarded the condition as an atrophic one, incidental to the general atrophy that affected the pelvic organs at the time of the menopause; but the question still remained unsolved why such atrophy should affect some patients and not others. The specimen that he had shown earlier was from a patient in whom the clinical signs were those of kraurosis rather than leucoplakia; but carcinoma might follow kraurosis as well as leucoplakia. Dr. AMAND ROUTH agreed that the authors had brought forward very strong arguments in favour of their contentions that leucoplakia and kraurosis vulvam were essentially distinct conditions, capable of easy clinical differentiation. If their contention were correct, all modern text-books were wrong, for, without exception, they described the two conditions under one namekraurosis vulvw-grouped the symptoms of pruritus and dyspareunia as occurring in different stages of the same disease, and made no distinction as to the respective tendency towards carcinoma. The authors, on the other hand, had so dogmatically stated the differences that their distinction between the two diseases was at once obvious. According to the authors, in leucoplakia, pruritus was the main, often the only, symptom; neither the vestibule nor the urethral orifice was ever attacked, but the disease tended to spread over the inner thighs, perineum, and anus, and there was no tendency to contraction of the vaginal orifice. Epithelioma of the vulva very often followed this condition. In kraurosis vulvee, on the other hand, there was no pruritus, and dyspareunia was the main symptom. The vestibule and urethral orifice were always attacked, the thighs, perineum, and anal region never. The vaginal orifice became always contracted, and carcinoma never developed on the vulva in kraurosis. If it really was the fact that these two diseases were entirely distinct, and not, as had been previously thought, merely early and advanced stages of the same condition, he felt that sometimes the two diseases must coexist and overlap, and he described a case in point:
Mrs. R., aged 55, whom he had seen in November, 1907, with the late Dr. Picard, of St. John's Wood, had had a leucoplakial condition of the vulva with marked pruritus for two years, but during the last few months had suffered from soreness near the left labium minus, and from dyspareunia owing to narrowing of vaginal orifice. On examination this seemed a typical case of leucoplakia passing on to kraurosis. The elevated plaque near the left labium minus continued to enlarge, and eventually Dr. Routh removed it widely, and Dr. Lockyer reported that it was an epitbelioma which had developed from a primary papilloma.
As regards treatment, he had found that the continued application of equal parts of unguentum hydrargyrii and unguentum zinci or unguentum plumbi acetatis almost always relieved the pruritus and made the tissues softer and pinker, but the condition was apt to recur. He had not seen any case with a definite history of syphilis.
Dr. EDEN said that the pathology of the morbid conditions of the vulva had been in a state of confusion for so long that we must welcome any successful attempt to clear up the subject. It appeared to him that the authors deserved great credit for the valuable histological work they had done in respect of two of these conditions. There was nothing inherently improbable in the idea that leucoplakia was a condition antecedent to epithelioma, for this sequence had for long been recognized as occurring in the tongue. But he could hardly follow the authors in their recommendation that all patches of leucoplakia should be treated by free excision, for there was no doubt that, while leucoplakia was common, epithelioma was very rare, and the malignant transformation described in the paper must be quite an uncommon occurrence.
The PRESIDENT said that the last edition (1904) of his text-book was open to the criticism of Dr. Routh, for though the views of Breisky, Sanger, Orthmann, A. Martin, Jung, and Heller were epitomized in it, there was no mention of the term leucoplakia. The two conditions were dealt with under the one head of kraurosis vulvae, in which the characteristic aphthous patches and the atrophic areas of " wash-leather " appearance were present. In regard to its oetiology, he had never been able to associate the cases he had seen with the history of syphilis, nor were they tuberculous. In two very well marked cases there were endometritic discharges (not gonorrhoeal), and in one of the worst he had seen a cervical polypus and anal fissure complicated the condition. In two cases there were also haemorrhoids with rectal fissure present, and in one a deep fissure of the fourchette. His experience would lead him to regard discharge, both uterine and vaginal, and senility as important factors in its tetiology. He was fortunate, for no patient he had treated had he known to suffer from carcinoma subsequently. As to treatment, he believed in free extirpation of the "wash-leather" areas, though not to the exclusion of other therapeutic measures, of which he considered the application of pure carbolic acid to the aphthous regions and the free use of 5 per cent. nitrate of silver solution to be the most effectual. He had tried soakage of the parts with adrenalin with benefit. Lanolated ichthyol ointment, in combination with the yellow oxide of mercury and emollient baths, followed by the application of the nitrate of silver, was also very useful. He quoted two extreme cases which were completely cured by the combination of excision and transplantation of adjacent sound skin aided by the remedies mentioned. He believed that whilst nothing save the extreme radical step advanced by the authors would suffice in certain cases, still there were others which could be cured without. The condition was one that rendered the woman's life miserable, and her suffering was extreme. The intolerable pruritus only ceased when there was final and complete atrophy. Dr. COMYNS BERKELEY thanked the President and Fellows for the kind way in which they had received the paper. He noticed most of the speakers had directed their remarks to two points: (1) the ease or otherwise of diagnosing the separate diseases of leucoplakia and kraurosis, and (2) on the advisability of following the treatment advocated for leucoplakia vulvitis. He (Dr. Berkeley) said that the two diseases were very easy to diagnose, and it was in fact their marked difference on inspection that had first drawn the authors' attention particularly to the subject. He noted that some of the Fellows present agreed that when they came to cast their minds back on the cases they had seen, there was a marked difference between those which they had always considered to be the same disease. With regard to treatment, Dr.
Bonney and himself were convinced that the proper treatment of leucoplakia was to excise the diseased area. The speaker had had probably somewhat an unusual experience, since he had operated upon eighteen cases of carcinoma of the vulva all complicated with leucoplakia, and at least three of which had developed carcinoma after a prolonged treatment for the leucoplakia. He did not see why leucoplakia and kraurosis should not occur in the same patient, but he had never seen a case. A Large, Solid Ovarian Tumour. ? Adeno-carcinoma.
By ARTHUR E. GILES, M.D. THE patient from whom this tumour was removed was a widow, aged 60. She was under the care of Dr. Wilfred Thomas. The patient had known of the existence of an abdominal tumour for about sixteen years. Ten years ago Dr. Thomas sent her to see a well-known specialist with a view to the removal of the tumour; a diagnosis of uterine fibroids was made and she was advised to wait, on the ground that the menopause might bring about a diminution of her tumour. Instead of diminishing, however, the tumour continued to increase, and when I saw her in September of this year it occupied practically the whole of the abdomen, extending up to the costal margins, and causing a great deal of discomfort 'and inconvenience by its mechanical effects. The patient walked with difficulty and became very short of breath on exertion. The tumour felt very hard and slightly irregular on the surface. I made a diagnosis of uterine fibroids of the pedunculated subperitoneal type, and advised operation. She was admitted to the Prince of Wales's General Hospital, Tottenham, and the operation was performed on September 23.
The tumour proved to be ovarian; there were no adhesions, and the operation was so simple that it took only twenty minutes from start to finish, most of this time being occupied in sewing up the abdominal wound, which had to be of a great length, extending from the ensiform cartilage to the pubes, in order to allow for the extraction of the tumour. The patient made a smooth recovery, and returned home on the twenty-second day.
